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Remarks 



Claims 1-12 remain in the application, previously presented claims 13-28 have been 
cancelled. The language of the amendment to claim 1 was previously submitted to Examiner 
Cybille Delacroix-Muirheid as an informal proposed amendment for discussion on October 31, 
2005. The undersigned was not subsequently able to interview the proposal with the Examiner, 
however, a phone message was received on November 22, 2005, from Examiner Delacroix- 
Delacroix-Muirheid, which stated that she had reviewed the proposed amendment, that she 
agreed that the language did not introduce any new matter or issue and that the amended 
language did clearly incorporate a requirement for specific results. The phone message further 
indicated that if submitted in a formal amendment the Examiner would bring the application to 
her supervisor for a decision. 

The applicant has cancel the other independent claims, and their dependents, in an effort 
to expedite the consideration of this amendment by simplifying the issues to be resolved in view 
of the after final status of the application. Cancellation of claims by this amendment does not 
indicate an abandonment of subject matter encompassed by those claims or acquiescence in the 
grounds of rejection. Applicant reserves the right to resubmit claims to such subject matter in 
any RCE submitted in this application or in continuation or divisional applications claiming 
priority to the present application. 

Claims 1-12 stand rejected as obvious from Duedek et al, US 6,291,516. The final 
rejection, at pages 5-7 asserts that the invention of claim 1 merely recited a different mechanism 
and did not clearly differentiate the method steps from steps that would be performed by Dudeck 
et al. In particular, it asserts that it would be "reasonable to conclude that the same patient is 
being administered the same composition, i.e. cyclopamine, by the same mode of administration 
in the same effective amount in both the instant claims and the Dudek et al reference." The 
amendment makes explicit that the treatment amount is sufficient to produce the result stated in 
the preamble, not merely some other some positive result. 

The applicant does not argue a different mechanism as asserted on page 6 of Final Office 
Action. The argument is that skilled persons know the difference between inhibition and 
induction of differentiation or apoptosis. Inhibition of proliferation is qualitatively a different 
result than induction of differentiation and/or apoptosis. Induction of differentiation or apoptosis 
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would have been recognized and reported if they had been obtained by Dudek. 

The skilled person can practice the Dudek invention without obtaining the results 
specified in claim I. Dudek teaches to use a minimum dose to obtain the expected therapeutic 
result: 

A physician or veterinarian having ordinary skill in the art can readily determine and 
prescribe the effective amount of the pharmaceutical composition required. For example 
the physician or veterinarian could start doses of the compounds of the invention 
employed in the pharmaceutical composition at levels lower than that required in order 
to achieve the desired therapeutic effect and gradually increase the dosage until the 
desired effect is achieved. 



As the expected result controls the dosage, a cell differentiation and/or apoptosis result is not 
necessarily inherent in the use of cyclopamine to produce inhibition of tumor cell proliferation, 
so as to inhibit tumor growth. Therefore there is no anticipation of the method step. 

Further, the art does not expect that differentiation and/or apoptosis would be observed at 
a higher dose than a minimum inhibitory dose. Therefore the claimed method produces an 
unexpected result which is sufficient to overcome a prima facie case of obviousness. 1 



1 Please note that the applicant does not agree that a prima facie case of obviousness exists as to the specific use of 
cyclopamine to treat tumor cells that use the Hedgehog/Stnoothened signaling for prevention of differentiation 
and/or for prevention of apoptosis. The argument is that even if such a case did exist, it is not prima facie obvious to 
treat beyond a minimum inhibitory dose. 



col. 54 lines 41-49 
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The Amendment should be entered as it puts the claims into condition for allowance. 
Even if the rejection is maintained, the amendment should be entered as it clarifies the subject 
matter and puts it into better condition for appeal. 
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